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(54) METHOD FOR SEPARATORY PROLIFERATION OF RECOMBINANT EB VIRUS 

(57)Abstract: 

PURPOSE: To separate and proliferate a recombinant EB virus capable of being used for the 
gene therapy of congenital disorders in metabolism or cancer as a vaccine for the immunity 
induction against pathogens. 

CONSTITUTION: An extraneous gene containing a selective marker is transduced into an EB 
virus plasmid held by an Akata cell by homologous recombination. Subsequently, of the cell 
clones in which the homologous recombination has occurred, such a cell clone as to have been 
completely freed from wild-type virus plasmid and contain the recombinant plasmid alone is 
sorted. The objective recombinant EB virus can be mass-produced by anti-human 
immunoglobulin antibody treatment of this cell clone. 
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[ @ 69] MAE B ^X<©»«iim« 

[«t/£] A k a t a «ia^ft«ft5 EBWM^7 

y^x^ F<D**$tfiniia^a->*agij-rs. mm* 
[36*3 smeb«^j^ **mizftMmm"c% 

;i/X£#8iitm-C#So »*iJ|*ftfclft*«.EB9>f 
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m&mn ^mmmmi 440 5^§Ak a 

t a Wft^ffflt S ^ t <h t §M A E B ^-f 

[§gi§B<Bl¥*fflftIBiJ!] 
CO 0 0 1] 

[Mi£±<Z)?iJ/B#i?] **9itt, flE*»IMfl»<Hirc 
»ofcaMX^X^O-A- (Ep s t e i n-B 10 
arr) £-f;i/A (BTf\ E B £34^ 

Meb^ ;^arfiB«^L e b cr-f 7 d7 ^ >f£8S 
eb^m^aich-ts- 

[0 0 0 2] 

[«£*<£ t£ffi] EB*^XttBU>/U*fc**U IB 

T> EBO-l'Jl/XlilT, 31S©EBW;i/Xb7 
>X:7*— AfflflS* B95-8, P3HR-L Aka 

la^^5t^^^-r;^x$:«^b^v^^T t fe^ (f i e 

Ids, B. N. and D. M. Knipe (e 
d. ) . 1 9 9 0 Virology, 2nd e d. 
Raven Press, New Yor k : Chap 
ter 67, Epstein — Barr Virus 

and Its Replication. E. Ki 30 
eff andD. Liebowitz, p 1 8 8 9 - 
1 9 2 0. ) 0 £nS©EB^^X«£ffljSk*, 
□ t!-^JUDNA*^7X5 F^bTjffliftrtfcft 

JBT*;i£j&*, K^SnTViS (wang, F. , Ma 
rchini, A. and Kieff, E . , J. V 
irol. 65, 1701 -1709 (199 
1) . ) o La>U fi»*J&*jedoT^*<Dfc*. Cltlb 

<i ^-f ojb-&«[* e b tf-r 

2feB U >/t#»HS*|c (BL30, Loukes* ^ 
»3i|-£;i<fcte<fct), *&&*.E B )V7>tofr1HtSkV 

3a*K*6tl"CVi* (Marchini, A. , Long 
necker, R. and Kieff, E. , J. V 
irol. 66, 4972-4981(199 50 



*B»iefBZLFl*9AU HUSK, ffi^T'D^: 
-^-TPA$ttt§MI$:fToTV^o bj&>U ffi. 

MEB^;^$M@WTkhl:ftit§^t^# 
n^>o ssk:, tontonoiittontt-ctt, bl3o, 

LoukesWBU >A3»j(fflSaflc-C«^-f )V7sM±^ 
[0 0 0 3] 

ICttEB^-f;i/XDNA^77^ F<i:LT^t5o 

nTVi^ 0 EB^<;UX^3fflBS<£>F^ Aka t ajfflflS 
fcMKfc HAy^P^'J >tt#«yffifc:«fc DEB *>-f ;ux 
ft**fcjB*-r*3.n-^3te*tt*#bT^S (Tak 
a d a, K. , Int. J. cancer, 33, 2 7 
- 3 2 (1 9 8 4) fecfc^T a k a d a, K. and 
Ono, Y. , J. Virol. 63, 445-449 
(1 9 8 9).). ba>U Ak a t aMBa^«*?j2 0 
3e-fl5EBMWDNA^7X$ HtbT«»S 
tlT^O* fflRHftSi^^ir) EB#-f;UX:/^X5 
^AMMg^SrifAbTfc, £ftS®fflJ6**££f 

Aka t a««|*IEflbTIM»AEB9-f ;i^XO*ft» 

[0 0 0 4] 

mm*mfc'?z>tt)sb<r>^m Aka t 

X^7X5 F#K*bTV>< £££jt.V>*:bfc (H£4 1 

0a*«x;^^**K:TSs*) o z.(D&ofc&tfi 

fcL Ak a t att^^^t^^^-^^^T^ 
^-ut, AkataWfia*nJB2 0 3tf-O 
EB^;^^7X$H^«i;bT, ffira»»^^<fc 

oatwwttaie^ftiiAb, wiiMRfc*0EB<M;p 

II&*n->£#Sca«bfc. -9SW^^n^co<fflia^a 

Bttae^sraWA-rscitttTSfe^ofe. l*>u m 

MEB^;^7X5 HWtoAk a t aJfefflflS^n 

a*^^7X5P©**«W*D, tat h-TA/^U 
^ U >^M:i 0 EB^^X 

ft*oft^5X5 FttK*U fflM^ec^fc^X 
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[0 0 0 5] IP"6*JSMtt, ffl&*EB^<;UX#gtif 
»ffi*tt-5Ak a t ajfflia**, ^<^)j5fflfia«^<£ffiT^> 
d <h £#3£ £T5*aifex. E B M*XOiMI««*Iltf 
CO*ttfcJ:D»lliiBJ»*nfcEB9-f ^XlcHT*. 

[0 0 0 6] Ak a t aUfflBSte, &ffiBk&V>? zsWJtfo. 
ffi**&Jgm*Ttt*-?e«#s. 10X95/1MBjMI 10 

ft*trJ:5ft*«l»K:*ViT'b*«T?*S. 3B-40 
i5$l:lxl0 4 -lxl0 6 /ml ©JWISffiKTSrL 

»ttswc£Mttu 3 3° c~4o° c<Dum~cmm-v 
3 7° owMtsn*. 

[0 0 0 7] ±f2*SfcJ:Dm»A^<;i/X^f^Si-^ 

DNAOgK&tbTte, BamHI-Xlf)tf« (EB 
CK;i/;*©^5SJ ■ffitfS'JWflO > BamHI 20 
-Wi R)t««*, EB^-f;PX<©«5»ft^«»<D*l^ 
aMt*«Wra*. «a«*«l«C*^TM;BamH 

I-X«>t««* BamHI-Wi(f)t«tfl^fc. 

[0 0 0 8] ±?ttmzJ:Z>m&jlEBV'f frZsZf^Ts 

>WfflteT. /W^PV-fy^ttl^ XGPR 
T (Xanthine-Guanine Phosph 
or ibosyl trans ferase) HkfeFf*%$ifi 

[0 0 0 9] iEJftt.tOEBMJ^^^H 

[0 0 10] ilB^ffifcctO^BibfefflSl^^^xa K 
^Aka t a«Bflatl>-f ;i/XjS^*R*-rSfc«>fc 
fcL trtb h-f A/^D^U >tr[#, BZLFUie^D 

na, tpa, n-mm, ^JJl^^^yy^tTs C 
[ooii] ffl«a«ia«, s«aebm;1/X^7X5 

H*-&OJBI60-^:X^U-->y«i:bTW, PCR 
(Polymerase Chain React io 
n) ft, ^->^D^ hS^ffilTtSo «3zB*r«> 

[0 0 12] *J8WlC«fflT*l«AE B!>>f;^»ll 
*}MBMt5Ak a t a*fflflS£ 1 9 9 4^7^ 1 B so 
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[0 0 13] *»W^cfcSfflSI^EB^-<;UXO»f||*i 
S?\ Aka t aifi^fiRftSEB^;^^ 

i: 5 l: UTS & ns E B ^ ttft tffl«l:ftIT t 

[0 0 14] 
[^J£#J] 
£tttt 1 

^-pBS^EB^^X^TKfte^ (BamHI- 
X ^4. 3^ 

T?, SflJBSSiAf 1 I I^JUffciOTKlte^Bf^S 

i. 7*n«a#*»^fc»»^**^s/>ajRtt« 

(SV4 O^D^E-^-SiJWT, 1. 9*DJfiS 
*f) «tSH.^j&/Lt^. fc^T, Aka t ajfflflgl 0 7 Sfc 
011^^7X5 H:/9X5 H8 0 Mg^Mtt 
C.tDIAlL 2B«fc5, 0 0 0*816/2 0 0 /4 1 
/9x;H?9 6^yu-hfc*€T21^ *:*V^>>7 
0 0Mg/mlffttTT««Ufc. »3jEmft(r»5 0 
X©^x;VJCttJia»«[*B«>fc. 1 2 S^rOW-fy 

>Wtt«B^n->*n*n^6DNAftJiliHJb, PC 
Rft fr»t<tl&m&X»&<OEBV4 

1 2 >T*Biajft*.39«acit>T^ 
fco ££Jc, II^CoT^l^7X$ HOfi 

iuO^7X>h'0M^WL lftM^7X5 

U>tt#T»«U EB9>f;^l*SIWIUfc. 
■C, EBW ;i^££<0ff«£a:£EB£>f jUX^r^^ 
(VCA) <^%a^, vCAfc»-r&¥£m-- 
>6i*C 1-51 Sffl^TS^ffiCAtlffll^fc. * 
M«BI6^o->*fc*a5 0X©lBllfi*«VCA* 
I4UT^ft, 3 St. K^snfcfiftfcEB^-oux 
£MfKU O^^DNAieiSUfco MfcfflflS^n- 
Si 1 U y 0 19 1 0 /i g © f)>f Jl^XDN 

AffimWStltt. uOilt ftSWftEBWJ^I* 
IBIISI*B9 5-8. P3HR-l^lit5^^Xt 
fcEtt?-*>. ^(DC^fC^O, Ak a t afflllS&figJBL 
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[0015] mmm 2 

^pPUCl 9^EB#-f ;UX<Z)B amH I -Wi BrJt 

i«j»fbfc«»^*v-f -»«ctstt«e^ (sv4o 

^n^E-^-^JWT, 1. 9*nifc**t) 

tt<z>ifflBS^n-->l 5 0**:$Hllbfc. tMf->yn^ 
hfe^ctO, B amH I - Wi ^A*tT-< y>Sta 

1 4 3^D->T«iRift»^ecoT^fc. c:n 
s 1 4 3^D->+4^D->ttfflrafijft^jecofc 
^xs Ho^&^TVifeo «wltt**.jWB;i'D&:/ 

^X== F<D#.£<&tf4^D — >^ett h^Ay^P^U 
>ta#Tffl3U EB!)<Wft^8»lfc 8 4^n 

— >4»3*a— >r«4 0-5 ofcofflifitfiycAiBte 
[0016] mmm s 

3. 5*nlf«#<DDNA£»*&^rt:. $Sfll £H 
ttWMMSKJ:?), fP«Ufc^X5 F*Ak a t aM§ 
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^SAl, «P0ffl&*a*jB£o£EB£-1' ^Xt^XS 

frV>Ak a t amm&. U>^i7 u ¥Yft&T7?mmV 
tzh^Z. ffliAEB^^XM^bTt^Ak a t 
a*HIIS«5E*UfcJ&*, gftbt^^Aka t a«HJK» 

tt, HIx.EB^^X«SbTV^Aka t aifi 
t&«. EB^^f;i,X7 P 7X^ F^Mfef^M 

KAka t attHST«. ^ate^Kw^si^n* 2: 

[0 0 17] 

*5K"H<0»«* Akat a*fflflS**£{£ffl 

tf^;i/x&#iii*mT€f£. »««i$nfcffl«^EB 
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